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AB Aromatic sulfonyl alpha-cycloamino hydroxamic acid compds . (I), and 
pharmaceutically acceptable salts thereof, that inhibit matrix 
^ metalloprotease activity, are disclosed. Thus, N-hydroxy-2- [ [ (4- 

phenoxyphenyl ) sulfonyl] methyl] -1- (2-propynyl) -2-pyrrolidine carboxamide 
monohydrochloride was prepared in several steps. Inhibition of MMP-1, 
MMP-2, and MMP-IS by I was determined 

IT 377739-52-lP 377739-55-4P 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 



(preparation of aromatic sulfonyl alpha-cycloamino hydroxamates as MMP 
inhibitors ) 



RN 377739-52-1 CAPLUS 

CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] - 
1- (2-propynyl)-, (2R)-, mono (trif luoroacetate) (salt) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 377739-51-0 
CMF 02 1 H22 N2 05 S 

Absolute stereochemistry. 
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CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ ( 4 -phenoxyphenyl ) sulfonyl] methyl] - 
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NAME) 
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(preparation of aromatic sulfonyl alpha-cycloamino hydroxamates as MMP 



inhibitors) 
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CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] - 
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• HCl 
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inhibitors) 
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CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] - 
1- (2-propynyl) (2R)- (9CI) (CA INDEX NAME) 

T^DSolute stereochemistry. 




OPh 




RN 377739-54-3 CAPLUS 

CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] - 
l-(2-propynyl)-, (23)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CN 2-Pyrrolidinecarboxaitiide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] 
1- (2-propynyl)-, monohydrochloride, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] 
1- (2-propynyl)-, monohydrochloride, (2S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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HO 

RN 377739-54-3 CAPLUS 

CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] - 
l-(2-propynyl)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulfonyl] methyl] - 
l-(2-propynyl)- (9CI) (CA INDEX NAME) 
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TI a-Alkyl-a-amino-p-sulfone hydroxamates as potent MMP 

inhibitors that spare MMP-1 
AU Becker, D. P.; DeCrescenzo, G. ; Freskos, J.; Getman, D. P.; Hockerman, S. 

L.; Li, M.; Mehta, P.; Munie, G. E.; Swearingen, C. 
CS Departments of Medicinal Chemistry and Inflammation-Oncology, Pharmacia 

Research & Development, Skokie, IL, 60077, USA 
SO Bioorganic & Medicinal Chemistry Letters (2001), 11(20), 2723-2725 

CODEN: BMCLE8; ISSN: 0960-894X 
PB Elsevier Science Ltd. 
DT Journal 
LA English 

AB A series of a-alkyl-a-amino-p-sulf onyl hydroxamates , 
HONHCOCRl(NR2R3)CH2S02C6H4XPh-4 [Rl = Me, R2 = H, Ac, Me, Et, CH2Ph, 
CH2CH2Ph, 3, 4-methylenedioxybenzyl, 2-naphthylmethyl, propargyl, 
pyrrolidinoacetyl, R3 = H, X = 0; R1-R3 = Me, X = O; Rl = Me, R2 = H, Ac, 
R3 = H, X = S; Rl = Ph, R2 = Bz, H, R3 = H, X = 0; R1R2 = (CH2)3, R3 = 
propargyl, X = O] was prepared and evaluated for potency vs. MMP-2 and 
MMP-13, and for selectivity vs. MMP-1. Low nanomolar potency was obtained 
with selectivity vs. MMP-1 ranging from >10 to >1000. j Selected compds . 
were orally bioavailable . 

IT 377739-51-OP 377739-54-3P 397330-29-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(a-alkyl-a-amino-p-sulf onyl hydroxamates as potent MMP 
inhibitors that spare MMP-1) 

RN 377739-51-0 CAPLUS 

CN 2-Pyrrolidinecarboxamide, N-hydroxy-2- [ [ (4-phenoxyphenyl) sulf onyl] methyl ] - 
l-(2-propynyl)-, (2R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB Aromatic sulfonyl alpha-cycloamino hydroxamic acid compds . I [m = 0-3; n = 
0-2; m+n = 1-3; R2 = H, hydrocarbyl, arylhydrocarbyl, etc.; Rl = 
cyclohydrocarbyl, aryl, etc.] that inhibit matrix metalloprotease activity 
are disclosed. E.g.., N-hydroxy-4- [ [ [4- (benzoylamino) phenyl] sulfonyl] methy 
1] -4-piperdinecarboxamide monohydrochloride was prepared in several steps. 
Inhibition of MMP-13, MMP-1, MMP-2, MMP-3., MMP-8, and MMP-9 by I was determined 
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GI 




AB Proline derivs . represented by the general formula (I) or salts thereof 

[wherein A = a group derived from a 5- or 6-membered heterocycle which may 
be fused with an optionally halogenated benzene ring; pi, p2, p3 - 0, 1; 
Rl, R2, R3 = H, lower alkoxy, lower alkylthio, halo, HO, (un) protected or 
(un) substituted NH2 or C0NH2, hydroxy-lower alkylamino, C02H, lower 
alkoxycarbonyl, lower alkylcarbonyloxy, (un) substituted lower 
alkylsulf onyloxy, cyano; when pi = p2 = 1, CR1R2 = CO; or when pi = p2 = 
p3 = 1, Rl = R2 = H and R3 = a 5- or 6-membered saturated or unsatd, cyclic 
group; T = a single bond, CH2, CO; R4, R5 = H, lower alkyl; or CR4R5 = CO; 
n, m = 1,2; R6, R7 = H, OH, halogeno, lower alkyl, Ph, lower alkoxy, 
phenyl-lower alkyl, (un) protected NH2 ; R6 and R7 together form a saturated 
cyclic group; X = CH2, CH, S, O; Y = H, an amino-protecting group, or a 
group represented by the general formula R90N (CHO) CH2CH (R8) CO; wherein R8 
= alkyl, cycloalkyl-lower alkyl; R9 = H, a hydroxyl-protecting group, 
etc.] are prepared These compds . are useful as antibacterial drugs against 
multidrug- resistant bacteria. Thus, (2R) -3-cyclopentyl-2- [ [N- (2, 4- 
dimethoxybenzyloxy) -N-formylamino] methyl] propionic acid was condensed with 
(2S) -2- [ [4- (2-pyrimidinyl) -1-piperazinyl] carbonyl] pyrrolidine 
hydrochloride using l-ethyl-3- (3-dimethylaminopropyl) carbodiimide 
hydrochloride, 1-hydroxybenzotriazole, and Et3N in CH2C12 at room temperature 
for 18 h to give 68% (2S) -1- [ {2R) ~3-cyclopentyl-2- [ [N- (2, 4- 

dimethoxybenzyloxy) -N-formylamino] methyl] propionyl] -2- [ [4- (2-pyrimidinyl) - 
1-piperazinyl] carbonyl] pyrrolidine which was treated with 3% CF3C02H in 
CH2C12 at room temperature for 17 h and then with saturated aqueous NaHC03 

under 

ice-cooling to give 77% ( 2S ) -1- [ ( 2R) -3-cyclopentyl-2- [ (N-f ormyl-N- 
hydroxyamino) methyl] propionyl] -2- [ [4- (2-pyrimidinyl ) -1- 

piperazinyl] carbonyl] pyrrolidine (II). II showed min. inhibitory concentration 
of 0.25, 0.125, 0.03, 0.25, 0.5, 0.125, 1, 0.5, and 0.125 M-g/mL against 
Staphylococcus aureus Smith, S. aureus KTO150 (MRSA) , S. epidermidis 
ATCC12228, Streptococcus pneumoniae ATCC49619, S. pneumoniae KT2524 
(PRSP), S. pneumoniae KB2534 (PRSP), S. pyrogenes ATCC12344, Enterococcus 
faecium ATCC19434, and Moraxella (B. ) catarrhalis K1209, resp. 
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RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(preparation of proline derivs. as antibacterial agents against 



multidrug-resistant bacteria) 
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CN Piperazine, 1- (3-cyano-2-pyridinyl) -4- [ (2R) -N~f ormyl-N-hydroxy-2-pentyl- 
p-alanyl-L-prolyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 
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CN Piperazine, 1- (3-cyanopyrazinyl) -4- [ {2R) -N-f ormyl-N-hydroxy-2-pentyl- 
3-alanyl-L-prolyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 668483-47-4 CAPLUS 

CN Piperazine, 1- ( 4-cyano-2-thiazolyl ) -4- [ (2R) -N-f ormyl-N-hydroxy-2-pentyl- 
p-alanyl-L-prolyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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TI Preparation of phenylbicyclooctanecarboxylic acids 
IN Nakai, Jirou; Kishikawa, Katsuya 
PA One Pharmaceutical Co., Japan 
SO Jpn. Kokai Tokkyo Koho, 48 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 2002193880 A2 20020710 JP 2000-399195 20001227 

PRAI JP 2000-399195 20001227 

OS MARPAT 137:78765 
GI 



CORl 




0R4 



AB The compds. I (Rl = OH, Cl-8 alkoxy, NR50R6, NR7R8, etc.; R5, R6 = H, Cl-8 
alkyl; R7, R8 = H, Cl-8 alkyl, hetero ring; R2 = H, cyano; R3, R4 = Cl-8 
alkyl, C3-7 cycloalkyl, aromatic ring, hetero ring, etc. ; dotted line 
represents optional double bond) or their nontoxic salts are prepared The 
compds. are useful as antiinflammatory agents, antidiabetic agents, 
allergy inhibitors, autoimmune disease inhibitors, osteoporosis agents, 
antiobesity agents, antidepressants, antiparkinsonian agents, ischemia 
reperfusion injury inhibitors, leukemia inhibitors, etc. 



(IR, 5R, 7R) -3-cyano-7- (3-cyclopentyloxy-4-methoxyphenyl) bicyclo [3 . 3 . 0] octa- 

2- ene and ( IS, 5S, 7S) -3-cyano-7- (3-cyclopentyloxy-4- 

methoxyphenyl) bicyclo [3 . 3 . 0] octa-2-ene were treated with NaOH in ethylene 
glycol at 200° for 4 h to give 0.63 g mixture of (IR, 5R, 7R) -7- ( 3- 
cyclopentyloxy- 4 -methoxyphenyl) bicyclo [3.3.0] octa-2-en-3-ylcarboxylic acid 
and ( IS , 5S , 7S ) -7- ( 3-cyclopentyloxy-4-methoxyphenyl ) bicyclo [3.3.0] octa-2-en- 

3- ylcarboxylic acid. The compound showed good phosphodiesterase inhibitory 
activity. 

IT 439920-18-OP 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of phenylbicyclooctanecarboxylic acids) 
RN 439920-18-0 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 3- [5- [ (2a, 3ap, 5a, 6ap) - 

2-cyanooctahydro-5- [ (hydroxyamino) carbonyl] -2-pentalenyl] -2- 
methoxyphenoxy]-, methyl ester, (3R)- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




H 
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TI Preparation of novel N-substituted-y, y-trisubstituted lactam 

derivatives as matrix metalloproteinase inhibitors 
IN Duan, Jingwu; DeCicco, Carl P.; Wasserman, Zelda R. ; Maduskuie, Thomas P., 

Jr. 

PA USA 

SO U.S., 119 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
FAN.CNT 2 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


PI US 6403632 
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20020611 


US 2000-516709 


20000301 


US 2003134827 
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20030717 


US 2002-96619 


20020312 
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20030826 






PRAI US 1997-62418P 
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19971003 






US 1998-165747 
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19981002 






US 2000-516709 
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20000301 







OS MARPAT 137:33207 
GI 
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r4 4— N 



r2 



Rl 



Me O 




II 



AB Title compds. [I; A is selected from COOH, CH2C00H, CONHOH, SH, CH2SH, 
P0(0H)2, etc.; ring B is a 4-8 membered cyclic amide containing 0-3 
heteroatoms from 0, N, and S, etc.; Rl is phenylmethoxyphenyl, 
phenoxyphenyl, etc.; R2 is H, CH3, Et, i-Pr, etc.; R1-R2 combine to form 
heterocyclic; R3 is alkylene, heterocyclic, etc.; R4 is H, alkylene, 
etc.; R3-R4 combine to form heterocyclic], stereoisomer, and 
pharmaceutically acceptable salt thereof are prepared as useful 
metalloprotease inhibitors. For instance, 4-benzyloxyphenyl acetate was 
sequentially alkylated (THF, NaHMDS) with Mel and allyl bromide to afford 
the a, a-bis (alkylated) derivative which was converted to the 
aldehyde (CH2C12, 03) and was subsequently reacted with D-alanine Me ester 
hydrochloride and Zn** in HOAc to yield the lactam ester. This 
intermediate was treated with hydroxylamine to give hydroxamic acid II. 

IT 223401«56-7P, 1-Pyrrolldineacetamide, 3-[4-[(3- 

cyanophenyl) methoxy] phenyl] -N-hydroxy-a, 3-dimethyl-2-oxo~, (aR) 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(N-y, y-trisubstituted lactam derivs. as MMP-3/aggrecanase 

inhibitors ) 
RN 223401-56-7 CAPLUS 

CN 1-Pyrrolidineacetamide, 3-[4-[ (3-cyanophenyl ) methoxy] phenyl] -N-hydroxy- 
a,3-dimethyl-2-oxo-, (aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 



Me 



OH 




RE.CNT 9 THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L12 

AN 

DN 

TI 
IN 



PA 

SO 

DT 
LA 
FAN 



ANSWER 4 OF 8 CAPLUS COPYRIGHT 2004 ACS on STN 
2001:703781 CAPLUS 
135:257040 

Preparation of hydroxaraates as matrix metalloproteinase inhibitors 



Curtin, Michael L.; Dai, Yujia; Davidsen, 
Jr.; Florjancic, Alan S.; Gong, Jianchun; 
Holms, James H.; Michaelides, Michael R. ; 



Steven K. ; Dellaria, Joseph F. 
Guo, Yan; Heyman, Howard R. ; 
Stacey, Jamie R. ; Steinman, 



Douglas H.; Wada, Carol K.; Xu, Lianhong 
Abbott Laboratories, USA 

U.S., 87 pp., Cont.-in-part of U.S. Ser. No. 239,087, 

CODEN: USXXAM 

Patent 

English 

,CNT 4 

PATENT NO. 



PI US 6294573 

US 2002007060 

PRAI US 1997-55103P 
US 1998-129360 
US 1999-239087 

OS MARPAT .135:257040 

GI 



KIND 

Bl 
Al 
P 

B2 
A2 



DATE 



20010925 
20020117 
19970806 
19980805 
19990127 



APPLICATION NO. 

US 2000-492567 
US 2001-905242 



DATE 

20000127 
20010716 



PhO 




II 



AB RZZ1Z2CR3R4CR1R2N(0H)CH0 [I; R = (un) substituted (hetero) aryl ; R1,R3 = H 
or alkyl; R2,R4 = H (un) substituted alkyl, phenyl (alkyl ) , etc.; Z = bond, 
O, CO, alkylene, etc.; Zl = (un) substituted phenylene; Z2 = O, CO, S02NH, 
etc.] were prepared Thus, epibromohydrin was etherified by PhOH and the 
product etherified by 4- (HO) C6H4C6H4 (CN) -4 to give 
PhOCH2CH(OH)CH20C6H4[C6H4 (CN)-4]-4 which was aminated by 
HN (C02CMe3 ) OC02CMe3 to give, after deprotection and formylation, title 
compound II. Data for biol. activity of I were given. 



IT 220614-84-6P 220614-89-lP 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of hydroxamates as matrix itietalloproteinase inhibitors) 
RN 220614-84-6 CAPLUS 

CN Formamide, N- [2- [ (4 ' -cyano [1,1' -biphenyl] -4-yl) oxy] -1- [(2, 5-dioxo-l- 
pyrrolidinyl ) methyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 



CN 




CH— N- CHO 

I I 
CH2 OH 




RN 220614-89-1 CAPLUS 

CN Formamide, N- [2- [ (4 * -cyano [1, 1 ' -biphenyl] -4-yl) oxy] -1- [ ( 3-ethyl-3-methyl- 
2, 5-dioxo-l-pyrrolidinyl)methyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 



PAGE 1-A 

CN 



CH— N- CHO 

I I, 

CH2 OH 
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AN 2001:456652 CAPLUS 
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TI Biaryl Ether Retrohydroxamates as Potent^ Long-lived, Orally Bioavailable 
MMP Inhibitors 

AU Michaelides, M. R. ; Dellaria, J. F. ; Gong, J.; Holms, J. H.; Bouska, J. 

J.; Stacey, J.; Wada, C; Heyman, H. R.; Curtin, M. L.; Guo, Y. ; 

Goodfellow, C. L. ; Elmore, I. B.; Albert, D. H.; Magoc, T. J.; Marcotte, 

P. A.; Morgan, D. W. ; Davidsen, S. K. 
CS Cancer Research Area, Dept. 47 J, Abbott Laboratories, Abbott Park, IL, 

60064, USA 

SO Bioorganic & Medicinal Chemistry Letters (2001), 11(12), 1553-1556 

CODEN: BMCLE8; ISSN: 0960-894X 
PB Elsevier Science Ltd. 
DT Journal 
LA English 
GI 




AB A series of biaryl ether-containing hydroxamate matrix metalloproteinase (MMP) 
inhibitors such as I (R = H, Me, Et) has been developed. These compds . 
are potent MMP-2 inhibitors with limited activity against MMP-1. I (R = 
H) exhibited excellent pharmacokinetic properties with long elimination 
half-life (7 h) and high oral bioavailability (100%) in cynomologous 
monkeys and marmosets - 

IT 220614-84-6P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(preparation, potency, and bioavailability of biaryl ether hydroxamate 
derivs. as matrix metalloproteinase inhibitors) 
RN 220614-84-6 CAPLUS 

CN Formamide, N- [2- [ (4 ' -cyano [ 1, 1 ' -biphenyl] -4-yl) oxy] -1- [ (2, 5-dioxo-l- 
pyr rolidinyl) methyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 



CN 




CH— N- CHO 

I I 
CH2 OH 
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134:366875 

Preparation of N- (hetero) aralkyl-N-hydroxyf ormamides as matrix 
metalloproteinase inhibitors . 

Dai, Yujia; Davidsen, Steven K.; Michaelides, Michael 
R. ; Steinman, Douglas H.; Wada, Carol K. 
Abbott Laboratories, USA 

U.S., 51 pp., Cont.-in-part of U.S. Ser. No. 238,377, abandoned 
CODEN: USXXAM 
Patent 
English 
CNT 4 

PATENT NO. KIND DATE 
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US 1998-129360 
US 1999-238377 

OS MARPAT 134:366875 

GI 
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32 



20010522 
19970806 
19980805 
19990127 



APPLICATION NO. 



US 2000-492718 



DATE 



20000127 




I 



AB N-Hydroxy formamide derivs. HCON (OH) CR1R2-CR3R4-X-C6H4-Y-Ar2 [Rl = H; R2 = 
H, or (alkylene) NR6R7 where R6, R7 taken together with the nitrogen is 
(thio) morpholinyl, pyrrolidinyl, etc.; R3, R4 = H or alkyl or R4 = H and 
R2, R3 taken together with the carbon atoms to which they are attached, 
form a 6-membered carbocyclic ring; X = (CH2)S02, NHS02 or alkyl derivs.; 
Y = a bond or O; Ar2 = (substituted by halo or perf luoroalkoxy) phenyl] 
are prepared Over 100 examples are provided. Invention compds . are matrix 
metalloproteinase inhibitors; IC50 for stromelysin was 4.3 - 270 nM (17 
examples) and gelatinase A was 0.6 - 120 nM (6 examples) . For instance, 
N-Hydroxy-N- (2 , 2-Dimethyl-3- ( ( 4-phenoxyphenyl) sulfonyl) propyl) formamide 
(I; multistep preparation given) inhibited gelatinase with IC50 = 4.3 nM. 

IT 220614-84-6P 220614-87-9P 220614-88-OP 
220614-89-lP 

RL: SAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of (hetero) aralkylhydroxyf ormamides as matrix metalloproteinase 
inhibitors) 
RN 220614-84-6 CAPLUS 

CN Formamide, N- [2- [ (4 ' -cyano [ 1, 1 * -biphenyl] -4-yl) oxy] -1- [ (2, 5-dioxo-l- 
pyrrolidinyl) methyl] ethyl ]-N-hydroxy- (9CI) (CA INDEX NAME) 



CN 




CH— N" CHO 

I I 

CH2 OH 




RN 220614-87-9 CAPLUS 

CN Formamide, N- [ (lS)-2-[ ( 4 ' -cyano [ 1, 1 ' -biphenyl] -4-yl) oxy] -1- [ (2,5-dioxo-l 
pyr rolidinyl) methyl] ethyl] -N-hydroxy- (9CI) ' (CA INDEX NAME) 

Absolute stereochemistry. 




RN 220614-88-0 CAPLUS 

CN Formamide, N- [ (lR)-2-[ ( 4 * -cyano [ 1, 1 * -biphenyl] -4-yl ) oxy] -1- [ (2,5-dioxo-l 
pyrrolidinyDmethyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



HO CHO 




RN 220614-89-1 CAPLUS 

CN Formamide, N- [ 2- [ ( 4 ' -cyano [1,1' -biphenyl ] -4-yl ) oxy] -1- [ ( 3-ethyl-3-niethyl- 
2, 5-dioxo-l-pyrrolidinyl ) methyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 



PAGE 1-A 




CH2 

CH— N- CHO 
^ CH2 OH 
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AB Title compds. [I; A is selected from COOH, CH2C00H, CONHOH, SH, CH2SH, 
P0(0H)2, etc.; ring B is a 4-8 membered cyclic amide containing 0-3 
heteroatoms from 0, N, and S, etc.; Rl is phenylmethoxyphenyl, 
phenoxyphenyl, etc.; R2 is H, CH3, Et, i-Pr, etc.; R1-R2 combine to form 
heterocyclic; R3 is H, alkylene, heterocyclic, etc.; R4 is H, alkylene, 
etc.; R3-R4 combine to form heterocyclic] , stereoisomer, and 
pharmaceutically acceptable salt thereof are prepared as useful 
metalloprotease inhibitors. Thus, compound II was prepared via alkylation, 
oxidation, amination, and cyclization. 

IT 223401-56-7P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 



BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of novel lactam metalloprotease inhibitors) 

RN 223401-56-7 CAPLUS 

CN 1-Pyrrolidineacetamide, 3- [4- [ ( 3- cyanophenyl ) methoxy] phenyl] -N-hydroxy- 
a,3-dimethyl-2-oxo-, (aR)- (9CI) (CA INDEX NAME) 

Absolute stereocheinistry . 
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TI Preparation of N- (hetero) aralkyl-N-hydroxyf ormamides as matrix 

metalloproteinase inhibitors. 
IN Curtin, Michael L.; Davidsen, Steven K.; Dellaria, Joseph F., Jr.; 

Florjancic, Alan S.; Giesler, Jamie; Gong, Jianchun; Guo, Yan; Heyman, H. 

Robin; Holms, James H.; Michaelides, Michael R. ; Steinman, Douglas H.; 

Wada, Carol K. ; Xu, Lianhong 
PA Abbott Laboratories, USA 
SO PCT Int. Appl., 133 pp. 
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AB AC0N(0H)CR1R2CR3R4 (CH2)nXArlYAr2 [A = H; n = 0; Rl, R3 = alkyl; R2, R4 
= H, alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxycarbonylalkyl, haloalkyl, 
hydroxyalkyl, Ph, phenylalkoxyalkyl, phenylalkyl, phenoxyalkyl, 
heterocyclyloxyalkyl^ etc.; R1R2C = spirocycloalkyl, tetrahydropyranyl ; 
R3R4C = spirocycloalkyl ; RlR3 = atoms to form a 5-7 membered carbocyclyl; 
X = O, NR5S02, SOp, CO; Arl = (substituted) Ph; Y = bond, O, alkylene, 
piperidinyl> alkenylene, alkynylene, SOp, CO; Ar2 = (substituted) Ph, 
pyridyl, pyrazinyl, pyridazinyl, furyl, thienyl, isoxazolyl, oxazolyl, 
thiazolyl, isothiazolyl ; p undefined], were prepared Thus, 
N- [ 1- [ [ (4 • -cyano-1, 1 ' -biphenyl-4-yl ) oxy] methyl] -2- ( 3, 4 , 4-trimethyl-2 , 5- 
dioxoimidazolidin-l-yl) ethyl] -N-hydroxyformamide (multistep preparation given) 
inhilpited stromelysin with IC50 = 9.1 nM. 

IT 220614-84-6P 220614-87-9P 220614-88-OP 
220614-89-lP 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of (hetero) aralkylhydroxyformamides as matrix metalloproteinase 
inhibitors) 
RN 220614-84-6 CAPLUS 

CN Formamide, N-[2-[ (4'-cyano[l, 1 ' -biphenyl] -4-yl) oxy] -1- [ (2, 5-dioxo-l- 
py rrolidinyl) methyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 
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PN 220614-87-9 CAPLUS 

CN Formamide, N- [ (lS)-2-[ (4 ' -cyano [ 1, 1 * -biphenyl] -4-yl) oxy] -1- [ (2, 5-dioxo-l- 
pyrrolidinyl) methyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 220614-88-0 CAPLUS 

CN Formamide, N-[ (lR)-2-[ (4 * -cyano [ 1, 1 ' -biphenyl] -4-yl) oxy] -1- [ (2, 5-dioxo-l- 
pyrrolidinyl) methyl] ethyl ]-N-hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 220614-89-1 CAPLUS 

CN Formamide, N-[2-[ (4 * -cyano [ 1, 1 * -biphenyl] -4-yl ) oxy] -1- [ (3-ethyl-3-methyl- 
2, 5-dioxo- 1-pyrrolidinyl) methyl] ethyl] -N-hydroxy- (9CI) (CA INDEX NAME) 
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